
JAPANESE PATENT OFFICE 



PATENT ABSTRACTS OF JAPAN 



(11) Publication number: 2000038350 A 

(43) Dale of publication of application: 08.02.2000 



(51) Int. CI A61K 45/00 ' 

ZTwSZK A61K31/43? - A61 *31/4375. A61K31/4985. A61K31/519. 
2o7D4 D Sof ' C07D401/ ° 4 ' C07D471/ W. C07D487/04. C07D495/D4. 



(21) Application number: 11136173 

(22) Da te of filing: 17.05.1999 
(30) Priority: 18.05.1998 JP 10135673 



(54) DIABETES THERAPEUTIC DRUG 



(71) Applicant: YOSWTOMI PHARMACEUT IND 
LTD 



(72) Inventor: 



KIYOO KOJI 
TANAKA HIROSHI 
GOTO SHINJI 
AMANO YUSAKU 



(57) Abstract: 

PROBLEM TO BE SOLVED: To obtain a diabetes ther- 
apeutic drug having a new action mechanism free from 
adverse drug reactions by including a corticotropin- 
releasing factor receptor antagonist as an active inqre- 
dient. v 

SOLUTION: This diabetes therapeutic drug is obtained 
by Including a corlicotropin-releasing factor receptor 
antagonist, suitably a compound of formula I {E is N 
or C-R9 (R9 is H, an alkyl or the like); G is C or N Rl 
is H, an alkyl or the like; J is NR2R3 (R2 and R3are 
each H, an alkyl or thelike) or OR10 (RIO is an alkyl or 
the like); cyclic ring A is a fused thiophen ring or the like 
of formula II (Ar is a (substituted) aryl or a (substituted) 
heteroaryl; R4 is H, an alkyl or the like] or the like) 
concretely 4-(N-butyl-N- ethylamino)-2.5 dimethyl-7i 



(2,4,6-trfnr»ethyl-pr^l}tWenor3,4-rJJpyrimidine or the 
like, as an active ingredient 
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yk ^^nr;P^;kr;^;i'i^:{i^^o7yi'^;P$:^ 

•t. ) -es*3*iss£^-r . gAiiTiesK (id - (xx 



R 7 



Ar 
(VII) 



Ar 
(VIII) 




FT R R 

xY Yx: R ixY 

^N"^ O^N^ R 5 ^N^ 



N 
■ 

Ar 



(XII) 



i 

Ar 

(XIII) 



Ar 
(XIV) 





(XVI) 



hi- 



fi 



N 



Ar 



rV 




(XX) (XXI) 
[00 11] CJ: 9*S*i4ffl^-*7 xVSL tt&tr 

s^y-eym. mavvisym. msvvfisym. & 
£**?i;ymiiiiV®£t*:?i;ym&zm-?. Ar\z 



(XXII) (XXIII) 

it7>v*ii>. th'pJfk xyu^tKfyk r;^^f- 

tHo^^r/^k 7x/k 75 A 77^^7 
5 A vT^ykTSA 7)Vzi*i'7)V*)V^ 75/ 

7^^k 7yi'*ykT5/7yi'3-yk x'7yu^yu7sy 
7yMfyW3.kV : - h afrbmiiti&m-'t tz\m%S>W. 
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R 5 . R 6 hXlfR 1 im-ttti&ZiX. *tl?tl 
Anyy. 7/l^/k i/9^7lV^)V. 7)VO* 

r^/k ru-yk ^D7U-;i'. 7;Mr/kf 
;j\ y\Dyxfc7;k*/k t kg* ^ tHo^^r^ 
*/k r/Pa^^ry^k 7/k J f;k7 5y7^*;k 

(V) fcfcwt, R« . R« ' {iS-^LT, -CH = C 
H-CH = CH-2£ti-CHj CHj CH, CH, - 
Z&f&.-tlZki>T$Z>. R 8 \t*m. 7/l^;k 

[ 0 0 1 2 ] 3 . H&jS ( I ) #<«;:*-f &fflc7tffr& 

IS2iBttatI£flteflSE. EliNSr^rf. G<iC£^ 
i: R' (i*5g, 7;u*/k i^tmi/^kr^k 
^7o7>k*/k 7^3*5', 75 y. T^^TS 

y. y7rt"W5y. Ao^'wtr/i^k 77;u* 

;k 7/W3#x7^;k tKD#k tKtJdfv'7/l' 
*;k 7U— ;k A wfo7y-;k >va7V. .X/k7t 
KU/PifcttT/l^/l^frfcii*"*-. JtiNR* R 3 (5* 
<K R l fcitfR 3 ISIil-i^Ji^o-C, -S-fvTft* 
fg. 7^;k y?o7;^yk7;^;k y?om 
;k 7U-;k y vfn7'J-;k t Fn* w/M-;k 
77-;k*;k / Vrn7y-/k7yk*-;k 7i^k 7/Un 
Jr>-7/^;k 7;i"*/H-:*7;k*/k 75y7;Mf 
;k 7;k*/i'7 5 7 7;i^/k s^/Mfykr* y7;u* 
;k tfJkJMf-i^/kfrk 7^34f^^#r./U7^^ 
jUfcjR**. *>MM±R' fcit/R 3 tttt^UTRfiW 

SA(is? (ID £fcli5$ (VII) T'S*3;h.3>g£^ 
^. A Hi5?#gi.t^\ny>\ 7;k*;k 7/kl* 
Anyy-ftTVMrJk t Ho^fx, 7^7tb'l> 
;k 7>\>*>V+*^ th'Ddf x7;^/k 7^K 75 

7/1^^757. i/T^ivTS.; \ nva^^r 

/k*;k 7577;l^;k 7;^/l'75 y7/k*r/k is 
7l\>*>\>7 5 y 7;t-^-;Pfc J: tf- h o*> £>gif;h.i> |S|- 

4fc(iH**Haus*i--3»r*-4a\ iKitmm 

SSrW Wrt *7 V -/Wifctt'Vf-oT y -^$r^-f . R 
4 . R5 . RS fcJ;tfR 7 ttH-*fcttJWr->T. 

Anyy, 7H-*;k /;nW/K 7^ 
3=*^ 7y;k 7'J-;k 'vra7 , J-;k 7^^;P 
f->j-, AnyWfc7rt^k hKodf-y. tKn^W 
/k>r;k 7^3=?y7/W 1 7iv*>V7$.S7A>* 
/k v7;k*;kT 5 y7;^;k* fc»±- ho£ijrt. 

[ooi3]4. ( 1 ) t>mz7jk-tmmcDft.£ 

ft. *OSJ6±aF8Sft.*ffl4fctt*^)*ifBftTft6± 
iE2KSm8$fitefl5B. EttN£-7jrf. G<JC£^ 
■f. R 1 tiTjc^g^ 7/U*/k x7n7;U*;U7;Mr7k 
y^DT/W. 7^3^-^. 75 7. 7^U^U7 5 



y, ^7^;kTsy s ^oyyfcrywwk 77^* 

;k 7)VO^ : y7)V^]V^ hh'D^x. tHD^x7;U 
*;k 7'J-;k 'vf n7'J-;k Anyy. *;k7t 
F'J;k ^^li7;^/uf-3fSr^-r. JtiNR* R 
3 R* fcitfR 3 \m—ttiMW£'>X . -fix 

•?ii7K^> 7^*;k ^^o7^;kr^;k x^o 
7^/k 7'J-;k 'Vrn7y-/k tKn^^ 
df^k 7yJU*)K / ^rD7'J-;k7;^;k 7^k 
7;UrJJfv7;l'^;k 7)V*)Vtt7)l>*lV^ 75 y 7 
/Wf;k 7;^;W7$y7;^;k i?7fr*frT$S7 

JU*)U S til\>#* : s7>\>*>V^ 7)Vn*\/-hiVX-)V7 

i-. igAJi^ (V) -C'^^nsffiSr^L. R« . R*'ii 
m-SLZ. -CH=CH-CH = CH-*!t{±-CH 2 
CH, CHj CHj -ZmfStfh. 

[0014] 5. CRFg§#7>'^3'-XhA^ 4- 

(N-/f;kN-Ify|'7y)-2, 
-7 - (2, 4, 6-M)y^7i-/k) f^xy 

[3, 4-d] tys^'y. -?-<oEi{yii^$fi.5Sis 

[0015] 6. CRF^W7y^^-^Yi}K 4- 

5, 6, 7. 8-fb5A-fHn-2->t/H9- 
(2. 4, 6-h'jy^;k7x-;k> -9H-t'J5H 
[4. 5-b] -f^K-zk -?-OE3y:llF§$^3SJg 

[0016] 7. CRFggft7y : $'3'-*^ 4- 
( N—7"f-;P-N-x f-;k7 5 y ) — 2 . 5 -i^y f-A- 
-7— (2, 4, 6-h'jy^k7x^;W) -7H-f 
DD[2, 3-d] ey^^'y. ^<Dm±n^tl0 

8. -m ( i ) 

[0017] 
U\L7] 

J 

y" n g^e 

[ o o i 8 ] izx >o$iZtiz>ft-&®>. *comm±if®2 

ZtdiC-R* (ft*. R 9 7^/k ad^' 

y. y7y, h Vx3*is£tz\t7)Va*ti/*7Ft. ) £ 
Jr,-f. G\tCttz\in£^rf. R» lifcm. 7>ls*/U. 
^9^7iV^)V7)V^)V. x^D7;UJr;k 7iUl*r 
is. 757, 7^^757, x*7/U^U75y, 
yWb7/^/k 77^df/k 7>l'3 d f->7^^;k t 
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-;k /\pyy. x/U7tH»j/k £fct27vk>f/H-:t 

*)\,7)\s*)V^ i/?n7)\s*>V^ 7 LI -7k ^ftiTV 
-;k t Hn^f j/T^/k 7viV*)V^ \fo7'J- 

3tr;u^;k rsyr/Wpyk 7/Hf/U75y7vwr 
7k -7771^75 7 7/Mf;k ^i^i^Mf/k 

Rt 



7k ^7 n77U=*7kT7i<*7k* fcteS'? D77i-*7U£^ 
-f . ) -C3l$rt.$g£jKt. ^AliTIE^ (ID — (XX 
Hi) 

[0019] 
Hfc8] 




(XIV) 



^ ^ # 

Ar ^ Ar Ar 

(XVI) (XVII) (XVIII) (XIX) 

Ar Ar 7 Ar Ar 

(XX) (XXI) (XXII) (XXIII) 



[0020] (ci")«s<i6«^f-3r7xya. is^tr 

5V-/HB. «£to-/HB. $&£MJ7 > /-/1'8?. IB 

^y-tfva, is^'jy>s. atety^ws. si 
^^yvffljjitflB^t^yyastaf-. Arii 

•fk77Hr7k tHo^x % *7k7t K'Jyk 7/P*/k* 



t Fo*v77Mf7k 7v7k 75 7, 7/l'=*7l'7 
57. >-'7/U*/l'75 7. 7iV3*is7lV*lK 75 7 
77U*7k 771^7 5 7771^^. x*7;^/t-75 7 
7^/Ui3 J: l^- b DA>/i>S{f til) |5l-^ JtliM'SrSS 
8BS£l~3«r*-&*\ t>L<f2SaS£*rUi:^7 
y -7k* 7tli^ro7 'J -7H£rijcf. R 4 . R«\ 
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Ft 5 . R 6 iUt/R 7 liH-4fc»i»5:-»T. 

Anyy, 7)V*>V^ y?Q7yk*;k 7)W* 

>\ 7»k ru-;k ^tvtv-iv^ Ti^fr-f- 

*/k 7)V?*\/T)\,*)\,^ 7)V*)V7$.;7lV*)V. 

i/7>i>*)V7 s y 7;u*;k* fctix h n oat. itt 

(V) £fciv*\ R« . R< ' {i^LT. -CH=C 
H-CH = CH-t?tli-CHj CH 2 CH, CH 2 - 

m&?hz.ti>X'%h. R 8 J±7k3g. 
u7;k* iV7)\>*)V& tz\i : s ? d r/i'df /us- w-t . 
[002 1 ] 9. -m; ( i ) tfmz^t®m<o<t£ 

"t. R 1 li*^, 7^=*;k x?P7;l'37kT/l^/k 

y^omyk 7^3*^ 7$y. 7/1^75 

/k 7>Va*i/7)V*iV^ tFn4f>\ hh'n4f^r;P 
37k 7'J-;k ^Tn7U-;k ^ayy. X;k7t 
HU;P4fctt7/U*;i^-***t-. JtiNR 1 R* (5$ 
«k R 2 fcitfR 3 liR-4fcli#5r->T. 
St. 7/H-;k v-^c^/H-^/i^k 
;k 7'J-;k ^ro7'J-;k t Kodfi^n^/k 
77/l^/k ^ra7U-;P7;^/k 7^;k 
dfvT/k^k 7lV*fV1"*7)V*lV^ 7577/1^ 

;k 7;i'*A'7$y7/i'37k x*7;^;u7Sy7^ 
/k *;l^^y7^/k 7^3^^*;U^-;kr;^ 
/U£*-TA\ &6UIJR 2 ijJtfRS (i^tT^«t 

■IRAttsfc (II) £tzli# (VII) T'^SftSgS:^ 
-f. Ar{i5?§g?±tMnyA 7;Mf;k 7>k3*r 
^ s >>oy>"(K7^^;k tFodfx. */k7t K'J 
;k 7/M7H-*, t Kndf^7/l/*/k 7^;k 75 
y, 7/1*^75/. ^*7^;kr5y. 7^3* x7 
yi^fyk 75/7;^;k 7;i^;k7 5 J7)V*)V^ V 
7)V*>V7 5 /7;U^t}ilX^h oA^SHfilS R- 
*fc«J»6iHft«£l--3«r**a\ fcKliiKl 
S£W L&V ^7 »J -/kttti'vf n7 U -/l/fc^l". R 
4 . R 5 , R 6 fcil/R' (ilal-^/cJi^oT. -Wl 
Wxfcm. Aofy, 7)V*)V, i/?n7fr*>\'. 7iV 
7^;k 7U-/k / vfn7'J-/k 7/k=*;U 
f-?J\ J\uyyqc7i\>*)V. tHo^k tHo^fj/7 
A-*;k 7/P3* x7;W. 7;M^7S/7/l^ 
/k y'7W/l/7 $ y 7/1-3 7tti - ba^t. 

[0022] io. -ata ( i ) *»a?t:^RH«xk^ 

•t. R 1 li^St 7^3/k ^9n7)^)V7)V^}V. 
y?D7M/k 7yU33i-\ 7$ A 77l"*7kT5 

y. ^7^75/. ^Nnyy-ftr/u^. 77W 

;k 7yU3^rx7;U^/k t Fodf tFn*x7/W 



*>k 7»J-/k "vf n7'J-/k aq^a x;U7t 
K'J/k 4fcli7/i^A^-*ft«-f. JteNR 2 R 
3 (5*;#s R« fcil^Rs »H-4fcJ4»SroT. -e^ 
?tvkm^ 7;u^f;k x^D7;u^;u7^^/k j^^n 
7;W^k 7U-;k ^xP7'J-;k hFDdfi/7^ 
^r^. 77;W, / vfn7 , J-A'7A,^K 7^, 
7)VO*~/7l\'*)V* 7)V*lV1-*7>\>*)V. 75 y 7 
A^;k 7/^/l'7S y7;Wf/k ! S J7)V*IVT$S7 
)U*clU^ i}lVrf^v7)V^tV^ 7)V3* : i/tl)Vi£-)V7 

-f. SAti^ (V) -CUSiiiSfcjSU R 4 . R 4 '« 
JS-^Lt. -CH = CH-CH=CH-^tti-CH 2 
CH 2 CH 2 CH 2 -$rJg^-tS. 

[00233 1 1. -/B5$ ( I ) CDflLism&. 4 - ( N 
-yf-yP-N-xf-^^y) -2, 5-^^-7 
-(2.4. 6-h'jyf-/P7x^;i/) fxy [3,4 
-d] ey$j;y. *aB&HfS3*i5**4fcl4* 
«fflrr*4±K8Ett«)IS»»i&8SB. 

[0024] 12. ( I ) Oft-^ft* 4 . 4- (N 

-•>^oTDe^y^-N-7*De;u7sy) - 5. 

6. 7, 8— fbyJ^ Ko-2-yf-^-9- (2. 
4, 6-hyy^-;k7x^) -9H-try 5K [4. 
5-b] -fyH-;k -e«0|gaJi^$^d SlS^^i 

[002 5] 13. ( I ) <Mt£mK 4-(N 

— — N— X-fyUT 5 y ) —2, 5— 7 
-(2. 4, 6-M)^Wi-/H-7H-KDn 

[2. 3-d] e'JSxk *OESB±»SSii'3*tt 

[0026] 

-s^ ( 1 ) iza^hmi^^Mmf^mx'h 

h. R 1 , R 9 K*5tt57;^k>^y^k x-f;k 
7ut:;k ^V7-nt:;k 7*f-;k -fV^f-ik ^2S 
7f-;k ^3817"^, ^yw?«^&i~5«oi: 

*tv\ x?n7;u= J f/i'7;i'^;i'i:{i^Scl~4co7 

>v* iwigmzsmw 3—s<m%.7>v*)vifw& it: 

W^ill>. v^o7;i/^fc«iv-yornhVk 
□7"f;|/, x?o^y-?-/k i/^D'sdf^/k v-^o'v 
7'f-;^w^#ia3-8<7)^7;k d f^S5:a-r. 7^1- 
n^fcliy xhdfx. Tn^A -fV7o 

•f. 7/^^75 ytisyf-;k xf-^ % row, a 
vrntfyk 7"f-;k -YV7'f-;i'^^ai~5coiS 
^4^(i7>ttS«co7;^/i^t ua^o/ot 
yk ->?o7^-;k v-?a^yf-/k v-^o^j//^ 
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7$A rotykrsy. y?Q7*Dbyi/7$y, 
\$**>v. x?-yk rnt/i'. ^yrubyk 7?-yk 

4 y 1 - 5 fDS&£fcl2#&g[ttt07 
yHvUgklXtei^urobyk v?o7 r ?-yk 
n^yf-yk i^a^yyU&fc'O^S&S-ScOy? 

yU7SA >xf-yl<7$y. N-xf-yP-N-y^-ykr 
$y. N-i^a^^-N-*?^7$y&fc'A { ^ 
ff<bii£. ^ny>-ft7/^;Utlil~3<iWNnyy 
* { S^L^^^l~5<07;^;l^2rSL. fcfcitf 
?nay?-/k i/?nn>f^ M>?DO.Xf-/k 7 

KZtfWfktih . 7y)V*iVb\t7 0 -WW 1 
-5<7)7>V*tl£.W&L1zl><r>Xh'>X . fcfcxtf^y 
y'yk 7xx;uxf-yk 7xx;k7*Db , yk 7xxyk/ 

b liDHHft 1-4 ar/l^g jKSR 1 —4 9)7iU3*f 

iocf-zk xb^vy^k 2-xhdfyx^;l^*^ 
ff 4>ft§. b Kodf v7;U^I/t«it Fu^i^-7-yk 

5 cr>7i^^zmmm^ ttz t «o * . 7 u - 

yt-it2fi$S£3rl/t<>«}:V">7xXyk 1— ^7-fyk 
2-^73-;l4?£Srf. H&SfcLTte, J\aVy* 7 
yl^yk 7;P3dfv, 7v/k hKP^fy, 7$y, x 
hum<mft>tl&. ZZX\ 7)V^)V. 7)V3*~/\$ 

mitmrnvh*). Anyyttt7 7*. us* 

tpU 7 : y)VbM7^)V^ 7nt^;K ^.y'/>f;U 
^ro7'J-^fc«2-f'J x;K 3-t'J 
y'yk 4-b'jy'yk 2-fi-/k 3-fxz/K 2 
-7U;k 3-7 'J/k 2-b'J$y'x/k 4-bUS 
y-;k 5-b'J 5y'x;k f^y-^Sr^-f. 

yyfcii7«y^, t&m. mm*7ji-f. r^M-itta 

yf-yk**, xf-yV?-*, zruWtt, 4 y/nt^ 

1 ~4C7)7/P^f;Uf-^2r^. 
[0027] R* fcitm* Kgwcryi^fciiittx 

m~io, mL<uBmm^5<nw.mmt:tttt 

&mtf.<?>7)l'*r>UZ'$>'>X , y-7-;k xf-;k 7'ob 
yk -fyrobVk 7>yk >fy7>yk gi2»7> 
yk 3l3iK7'f-yk ^y?-yk -fy^yf-yk *:f*y 
f-yk ^3-yyk 'vrf-yk tf^yk y— yk f yyu 
3?£?IU x?-/k Tabyk 7>yt-A*#t U\ 
nryu*/i<7yMf yk> Ji^S l --4 <07;Mf /K7)*sg 
K£c3&&3~8<0g?#7yu=* yUtfSS L£ t^SrjpL, 
v^arofyMf-yk i/^n^Wf^, i/-yn^ 



y*/M?-/k y^o^i/yM^yi^^tf^ns. 
j/^nry^yPfcli^^D7*De/k S'?o7>;k v 
^n^y^-yk y ? a a.^ y ;l^?£9$&3fc 3-8 iDSltf 
7y^yPS5:^-f. 7U-yl'ta7iXyk l—t7f- 
yk 2— t7f7U9£wtf\ ^ro7!;-yk>{i2-h- 
yy'yk 3-b'jy'yk 4-f 'Jxyk.2— ^-xxyk 
3-f-xxyk 2-7'Jyk 3-7'Jyk 2-b'J5y' 
xyk 4-b'JSy'xyk 5-bU$y'xyk t5y- 
yH?£ijrt. t FaJE-v7y^yUi:Wt Kn^fv^f- 
yk bFn*yx?-yk b H 0^^7-0 tfyHf^j&l 

>v*i\,t\t7 0 -ivtfemm 1 ~ 5 arA^/Hzim t 

Jtt«0T*-5T, Tttiff^y^yk 7xX/kxf-;k 
7xx;P7*nbyk 7xxyU7"f-yl^$r^-r. &tz7V 

&. A.f-o7'J-ykry^yUi:(ib , ly'>''yM^yk b*U 
^ypxf-yp. 7UyWx^yk 7'jyk*f-yk fxz^ 
^-yk ^-xxykxf-y^Sr^-t. 7=/)Vt\t7^)V. 
7*ab^-x;k 7*^-'Jyl^(7)^Sc2~5e57y^y>f 
ypSr^-r. 7ykt7dfx7y^yufc(i^^i~4co7yi/ 
^ Mzgm®. 1 ~4 C07ykt3 ^i/*^ Uzh^Tp 
U ^h^fv^^yk 2-^h^fvxf-yk xh^fv^ 
-7-yk 2-x.Y^'y^)Vmifmfhii. 2-*Y*>' 
xf-yu*«5f*t^. 7y^yk^-^7y^yk>W^ai 
-4 <r)7ll<* MZ$m®> 1 ~4 C07)\<* )\s+*tfW& I 
^tOSr^L. ^-f-y^^^-yk 2-^f-/H-^xf- 

ivgtfmfhtih. 7 $.s7J\s*ji>tiim$a~~4co 

7y^yUC75y* 5 M^L3tt>«2r*t, 2-7S/X 
^•yk 3-7$y7'Pb-y^^(ftitS. T^Wp^r 
Sy7y^yk>Ii^f-yk xf-yk 7o byk <ivra 
byk 7'f-yW, >f y y^-yl^co^^it 1 ~ 5 cos® & £ 
^SS(tt«07y^/l'i>L<<iy^D7-Dbyk y^o 
7>yk v^o^yf-yk ->^n^yy^ifc7)^®[ 
3~8«y^D7yUdfyi'^ iofif0^y7y^yi'7Sy 
m<m®. 1 - 5 07yUdf MzSSii Ltzhff).t:tx.ii 

2- ^^yP75yxf-yk 3-^f-yP7 5yrnbyi' N 
S-xf-ykTsyroby^Sr^-r. y'7y^ykr*y 
7)V*)\>t\&X1-iV^ x^-;k robyk V7ot 
yk 7 r f-yk y7-f-yl^^^lS[l~5c7)IE@^^(i 
^KS«c07y^yUStL<«i>-^Drpbyk >-?n 
7'f-yk v-^D^yf-yp, y^D^yy^^^St 

3- 8c0v-^ u7)V*)VfrhM\itim-& tzim%& 
7)V*>Vt: 2 r>W? : s7i\s*)V7 S J 1 ~ 5 
<07y^;uS^^L^:t«0, ^Tttitr^t) . l- 
bo 'j y'x/i^o i b [z 2 ocosms*^ LTBi^t 
^.g^JI ; ftfttcSS^4-6co^J^L^> ; 7y^ 
yu7 s y 2 ~ 3 <r>7>\s*>v&t,zm% Ltz t 
co. yiti.(f. 2-yyf-ykTSyx^-yk 2- (n- 

x-?-/l/-N-^f-yi/7Sy ) xf-yk 2-b^'Ji/Vx 
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co^siia: i - 3 <nnv* iuiz L?t t 

<9£#IU 2-#7k**^Xfvl>#iif4U\ 7/U3* 

x/k*^/k 2->h^fv*;U^-;Mf-;k 3-*h 

2-xh*v-;M'sKxrt'Xf-/k S-xbdrxtf/l^x 
/k7ot:;i^£jjcf. 

[00 28] 4fcR* i3«kt/R3 #|g£LTRflrt-4S 

•JvV. l-Ko'JSJxyk l-e^7y=;K 4-.X 
f/Hl-^5y^k t/W*'J/**3W. R J 
J:VR3 <Difi*£;btfterDt:yk>7*otVk 7*f7Wi: 
r-T-zk 7f-;Wfcx?-yk x^D7 , Ptr^M^;l'i:7'D 
MMfft 4 U< . t 0*>»t?'f-^i:Xf-rt'4fcttS/^n 

K R 8 . R , «fc*jv^7;^yWi:'l4*«»l-'l0. 
»4 L < 1 ~ 5*>E8#4 iX&WBti&Tfr 

^/uvbiT. .*?-/k x^yk rntvk 4 yroe 
yk -{y/f/k §52&7>/k m3&7i- 
yk l— ^yf-zk 2— ^y?vk 3— ^yf-/K 
"O'-f-yk M^Zk ^r-fzk tf?f7k yxzk r 

4 or zk*zKo*Sfc:|!gg& 3-8 <7m#J>v*jVtfm. 

;Mf;K j^n^yf-zM-f-zk i/fn^isiVX'j- 
zus?tf¥*f 4>ft6 . i^^zi^zPfc fix? ore? e 
zk v7o7?-zk S^u^y^-zk ->7cKvJf-S/-zH? 

[0029] ArfcJ3^T7lz"-ZPfcli7xXZk 1- 
7-7?-zk 2— f-7*;W?*»U 7xxyi^<$?4l 
\,\ /\f n7'J-zk:te. 2-tr'Jv'zk 
Zk 4-fJx'yk 2-fxz;K 3-fxz/K 2- 
7>Jzk 3-7>JZk 2-t'J Sx'XZk 4-tU5x 
xzk 5-tlz$->'xzk tf? x'xzt^fcijrf . Ar± 
OHJftSfcfcwr AD^tli77». **** 
•t. 7zi^zL-fcli*?-zk x?-zk mw, -fy/o 
tVUD i ? 1 ~ 5 OESS4 fc{i^«M«7A^ 

zk*^U 7?-zk -f y7-aezw#if4U>. 7;un^ 

^C0^»l~4(7)7Aa^>'2r^. ;\u^'y-ffc7 
zi^zi/ li l - 3 ffl?VNO y y t Jt^Sc l - 5 
<D7;l^/H££iF U £i:;ttf7oD;<f-zk y'^DD 
-*f-zk h^aa/^K 7zM-n^zk v7W 
n.xf-zk hU7;^a^^;U=5rt'^Woix^. 7zW 
^f-^kJi^f-^f-Jfs x^-yuf-sr. TDfcVk*3\ 
4 77-Dfc:;k+^^^3St 1 -4C07^/^^-$r^ 
•f. b Ka*v7zU*zUfctet Ka^y^f-zk tKa 
dfvx^k hHaaE-i/7 , oh';l^^Sl~507;l' 



*zl/g£*KS?m£U:i><D£*t. 7^zUi:tt7-fe 
■f-zk 7*ot^-x/k y^V/^m<OSt^^2-5ff)T)U 
1jJ4)V*7£$. 7zMfZt/7*yfctx*?-Zk xf-zk 
7n£zk -fyrnfzk 7*f7k -f V7+)Vm<?>&$; 
8 1 ~ 5 4 T'«®$8£fcl*#8&tf 7/P* zUSt, U < ti 
y7D7"utrzk i^nyf-zk x?n^.y^/k >-7 
u ^d E -^/^f^^^3~8^>'^a7;^;^S: l 
o^-5^/7^;kTsys^u. fcfciHWf^r 

57. Xf-zk7$7, 7 , otf;l'7S7. y?D7nW 
75 7. y^D^y^rSyfW^. >-'7ZP 
^7S7tJi^^k x^-zk rnt;k -fyrot 

;k 7>zk ^yy^/i^^Sci-s^iiM^^a 

^eS9tt7;^^t ) L<tix7nrnt;k ^707" 
f-zk i^o^yf-zk j^o^xZP&fc'O&fgifcS 
- 8 Ox 7 o 7;Mf ASfr <^ Stf 6 Rl- 4 t:\m% h 

xtf^f-zk^i^, vxf-;kr = y, N-xf-^-N 
-^f-/k7*$7. N-^7o^v^-N-p<-?-A7S 
yifirifjWWfeii*. 7/U3^f>'7;i'^k{i^Sci 
~4 <07;w^;K3^Sc l ~4 «07;un^v* < sm Lfc 
to^U. -Xh3f^.xf7k 2-^hdf^xf-yk x 
hdfv^f-;k 2-xh^^xf-/^*Wi>ixl.. 7 
S 7 7)V*>\st ii&mm 1 ~4 W7/Wf ;HC7 5 7*<E 
&U:kO£^U 2-7S7xf-/k 3-757rn 

;k x^k 7nbK -fyrnttk 7f-;k -fV^ 

f-^o^^sc i ~ 5 1 -vmat fcii»tt«ttry 

;^tt<{ix7n7nf;k ^7n7f-;k y?o^ 
yf-;k v7o'\dfx/^t-cr)^S[3~8«0v-7n7 
io^fo^77;^ykr57S*^Sti~ 
5c07^;PSt^L?ttW. tztt\i2-*1-)V7 
S7xf-;k 3-^^-/U7S77 , ot;k 3-x^-;U7 
S77oh-;l^S:^rr. x'7;^/l-75 77A^tli 

>f-;k xf-/k 7-ofcr/k -fyro^k y^-yk -f 
y 7>;l^tf)ii8itifc 1 ~ 5 OSM4 fctt4MS«R7/>* 
yl^t t<{iv7D7Df;l^. y7ny^-;k y?o^ 
yf-/k ^7n'\dfx;^i:'«0^fi!3~8cDx7D7 
;Udf;^*^S{fftl.|5l-4^»iS : 5:2»7A^;^5: 2 
ofiro^'r/Hf yW7 S 7S*^& l - 5 «07;^ /PS 

2- (N-x^-N-7f-^7S7) X^->H?£7n 

-r. 

[0 0 30] ^nf>WS^Sk7y-/k ^D7'J- 
yU^ffl^-S-^^-Ar t UT{i2, 4, 6-h'J7f-yU 
7xxyl^, 2->^-4-'f yTaf/l^xXik 
2, 6-^^-4 -'f V7nbl'7i-/k 2, 6 
- j/7 f ^-4 - y> f ^7 S 7 7 i-^K 2, 6-x 
^f^-4-?DD7i-/K 5-7*-f-;Uf-J}-7xy 
-2-4/k 5--<y7oh , ;^5f7xy-2-'fyk 
2, 4, S-h i )**t\'*: , Ji'y-3- J tiK 2. 4, 
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2, 4. 2. 6-VX J f-)V- 

4— fvroe^x-yk 2. 4. e-hu^^we 
■jv'y-s-'Ok 2. 4. e-h'j^f-yutf'jiix'y 

[0031 3 R 4 . R 4 \ R* . R« fc«ktfR 7 Cfe^ 
T. /\ayytU7 vM. i&m. HJiSSrjjrf. 7)V*>V 
fctt*?7k x-?-;k rntT;k 4 yra&W)* o(c 
^Sfl-50®S^^{i^ft®«r;P=»f^S:^-r. S' 

o^yf-zk y7a^S//l^^a3-8c^#7 
/^/Ugfcflt. 7fr3*isb\i*h*>'. xhdfv. 

ro^dfv. •^yro^>'^<o^ai->-4<or/i'3 

U/l#W^gfc2~507/k#y'f/Hr5?f. 7'J-A 
fcli7xx;k l—fy+iV. 
^7-a7V-)Uki*2-\ZV x;k 4- 
t'Ji/Vk 2-fi-;K 3-^-xxyk 2-7'J/k 
3-7'J/k 2-lfJS^xyK 5 
-t'JSS^/k tr^^'x/i/^^^tt. T^Af-^rt 
U^f-yl^-*, xf-;H-5}\ rnt/kf-sj-. 4 yrnK 
/k**^^in~407/u*/k*:fr£jK?\ Any 
>fcr>V*>Vt\i 1 -31«0Aoyy*™L/i^|!{ 

?nn>f*. h'J?nD>f;K y^a^/U. V 
yjVis ^-/k b 'j7/kto.?< f-yUfc 
4. tKn*^7A*rt'fcttbHn*^.x?-;k 2-t 
Fn*S/x*-;K 3-tKo*^TntVI^S5lgU~ 
507/U*rt-afc*S^#f££UckO£SH\ 7/1-3 
* is7 /Mr /l/fc Itm®. 1 -4 0)7 )V* MzS&m 1 ~ 
4<07no*x#S&U:i«0£^U Xh^fx^f- 
/k 2-*h*i'X^-/k xh^y^f/k 2-xh* 
vX.1-)V$jm\f btlh. 7/k*/k7* > '7 VWf/Pfctt 
;><f-/k x^-/k 7DhVk -f V7*ot;k 7>/k 4 

y 7>;i4?wi£3ii& l - 5 ^ESte fcii#tt»R7/Wf 

/l^kL<»iv:7n7-ntVk i/?n7>;k v^n^ 
Vfvk i'?o>\*^/l>&fc'<o^ifc3~8<9i'7n7 
l o^ot; 7/^/kr s J StfiSSSSc l - 

5 <97 /U*rt'SK£-& L7t t> Ofc k x. a 2 - ^ ?-/kT 5 
yxf-;k 3-^f-;kT5 yrotVk 3-X?-/k7*$ 
y7Dt;^f?:St. v'7/L'^/l'7 5/'7/l/^^i:{S^ 
■fvk xf-/k 7ot;k 4 yrntf/k 7*f->k -fy 

7*f-;i^>«3iaa i -5<oaa*fc«»aa«7/u^;i' 

gt>L<{i>-?uTat/k y?o7'f;k x^n^y 
f-yk v?aA^ x^:Srif(7)^j&3~8(?)x^n7;l' 
^«36»^atf<x6H-*fc(i»'Sr47/WE-/ua* 2o 
J$OJ/'7;l^rA'7 5 -/SjWMRR 1 ~5 <r>7)V*)\,mz 
t££Lfct>«>. ^k^Jf2-^^;krs/x^k 2 
- (N-xf-yl^-N->f-/U75y ) xf-/l^£^-f. 
[0032] *ftiiJl££tvt Ei£±!)F§ L o SSfc ti£ 



2*w%. i/2*m®. 3*mm:z) i>$£tiz>. 

iJtC RFS^(*7>-^ :fx* b 0Cf£lK? 

. $ f>t^< 1 i 2fI<0*WF£#-f 
£{il*Ov7XTktfv-£fcli*ft4>«&^£{> 

Emt Ltfflv^4^^ic r F%mw7y? v t 
nsn. ^s^j. mm. mm. %m% 

3H. mm. &tmi m-m. m&zvmxan 

«. ?U8. 7_h-;k v;k^-h-;k r^^h^y. 

7^3At>Ks o-h37xo-yk x^r 
h. ^Ki$<o{Cxy-r'J-y?3-T'f >-^Sft-Ti!3t 

fc#i>. ijy^ivt Lxw-nikS-i-z® 
ixi>£^. 

[0033] &Tmt. »Kri&at. mmmt. me. 
•&ifiisss-pi5 l . znmi&mmmx-b &x?tz-r 

fcf. aa7^-^V^Uy^Vv-jumt\^tz 

&umz\mo. 0 l-300mg/A/B. fif^ t< 
«^0. 1-1 OOmg/A/BS^-^il, ifc^NSP 
Wfcli&T. i£5^rt^^«iiI^rtt-^0. 1- 
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50mg/A/B, Vt&KitO. 01-10mg/A 

( I ) X-mtibil-tftotLXlt. fib W<X<?)i><r)W 
[00 34] tt&m 

4- (N-7*f-/l'-N-xf-;ur5y ) -6-7no- 
2-^^-8- (2. 4. 6-Mjyf-^7xX;H 

'H-NMR(CDC1 3 ) :S=1. 00(3H. 
t) , 1. 37 (3H, t) , 1.40 (2H. m) . 
1 . 79 (2H, m) , 1. 92 <6H, s) . 2. 3 
6 (3H, s) , 2. 45 (3H. s) . 3. 62 (2 
H, t) , 3. 72 (2H, dd) . 6. 96 (2H. 
s) , 7. 37 (1H. d) . 7. 82 (1H. d) 

4- ( N-^f-^-N-Xf-^TSy ) -6-?on- 
8- (2, 4. 6-hiJW7i^H WJV' 
lig&Jg • I***. I££l 3 5-1 3 8"C 
fc-£%3 

4- ( N-7"f-/u-N-xf-7ursy ) -6-;on- 

2-Xf-^-8-(2, 4. 6-HJyf-^:7xX;H 
ft-^%4 

4- (N-yf-^-N-xf-^rsy) -2. 5-^*y 
f-^-8- (2, 4. e-hi/yf-^x^) 

>)>. i^58-61*C 
-ft#fe5 

4-t'^ (2-y hdfv-xf-^) T5y-2, 5-x'y 

■f^-8-(2. 4. 6-hU^f^7x-yH 

M&97-1 00*C 
[00 35] {b£%6 

4- (N-7>/U-N-X^T$y) -2->f-;U- 
8- (2, 4. 6-M>y^-;uyxx;w) 3-J-V>J>\ 
li^70-72*C 
-f^!f557 

6-?DD-2-^f^-4-t^ l Ji'V-8- (2, 
4. 6-h';yf-/l^7x^) ^-^yijy. U^i 38 
- 1 4 2x: 

4- (N-y-J-^-N-Xf-yl/TSy) - 6 -^oo- 
2-y^-;P-8-7xx;l/^^-yijy, KL674-7 5 

•c 



ft#fe)9 

4- (N-r-J-^-N-x-T-yursy ) -6-?an- 

2-y^-8- (2-x+iv?jl.->v) *1-Y0y. 

1 H — NMR (C DC 1 3 ) :S=1. 00(3H. 
t) . 1. 35 (3H. t) , 1.44 (2H. m) , 
1. 78 (2H. m) . 2. 21 (3H, s > . 2. 4 

8 (3H. s) . 3. 63 (2H, t) . 3. 72(2 

H, dd), 7. 29 (4H, m), 7. 48 (1H, 
s) . 7. 83 (1H, s) 

<k$mi 0 

4- ( N - N -x^-yUT S y ) -6-;no- 
2-yf-^-8- (2, 4-y^f;l'7i-;l') W 

' H — NMR (C DC 1 3 ) :d=l. 00(3H, 
t) . 1. 39 (3H, t) , 1.43 (2H. m) , 

I. 78 ( 2H. m) . 2. 05 (3H. s ) , 2. 3 

9 (3H, s) , 2. 49 (3H. s) , 3. 62 (2 

H. t) , 3. 71 (2H, dd) . 7. 09 (3H. 
m) , 7. 47 ( 1H, d> , 7. 83 ( 1 H, d) 
[0036Hli£t)l 1 

4- ( N - N -xf-;l/T 5 / ) -6-?no- 
2-yf-7U-8- (A-^uu-2-^lVyx-)V) 

'H-NMR(CDCI 3 ) :<5 = 0. 98(3H. 
t) . 1. 34 (3H, t) , 1.42 (2H. m) . 

I. 77 (2H, m) , 2. 04 (3H, s) , 2. 4 
5 (3H, s) , 3. 60 (2H, t) . 3. 69 (2 
H, dd), 7. 14 (1H, d), 7. 2 3 (2H„ 
m) . 7. 42 (1H, s) , 7. 82 (1H, s) 
ft^)12 

4- (N-y-J-^-N-xf-zl/TSy) -6-?du- 
2-yf-;i/-8- (2. 6-Wt;i^7i-;H =5fyv 

yv. 

>H-NMR(CDC1 3 ) :8=l. 01 (3H. 
t. J = 7. 3Hz) . 1. 38 (3H, t, J = 6. 
8Hz), 1. 44(2H, m), 1. 87 (2H, 
m) . 2. 05 (6H. s ) , 2 . 4 4 ( 3 H . s ) , 
3. 63(2H. t, J = 7. 8Hz), 3. 71 (2 
H. m) , 7. 1 3 ( 2H, d) , 7. 22 ( 1H. 
m) , 7. 38 (1H, d) , 7. 84 (1H. d) 
it£V3l 3 

4- (N-^yv/U-N-Tntr/l/rsy ) -6-?o 
D-2-yf-/U-8- (2, 4. 6-h'jyf-;^xX 
^) df^-y.jy^ H£l 2 9-1 30*C 
fc-^14 

4-t*x ( 2-y h^^x^) rsy-6-^DD- 
2-yf-;u-8- ( 2 , 4, 6- M»yf-;pyxx/u) 

>H-NMR(CDC1 3 ) :6=1. 89(6H, 
s) . 2. 34 (3H, s) , 2. 43 (3H, s) . 
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3. 4 0 (6H. s) , 3. 76(4H. t. J = 5. 
4Hz) .3.91 (4H. t, J = 5. 4Hz) . 

6. 94 (2H. s), 7. 37(1H, s) , 8. 2 
4 (1H, d. J = 2. 4Hz) 

ft#fel 5 

6-^no-2->f-7l'-4- ; e^*U y-8- (2. 

4 . 6 - h 'jy -t-^7xx;u) 4f^yy $>£2 o 3 

-205*C 

[00371^^16 

6-^no-4- (N-^07 , Dt;Mf/l'-N-7 
Dt^75y) -2->f-yU-8- (2. 4. 6-h'J 

^f-;P7x-^) *yyj>\ 

1 H-NMR (CDC 1 3 ) : 5 = 0. 29 (2H, 
m) . 0. 61 (2H, m) , 0. 99 (3H, t) . 
1. 26 (1H. m) , 1. 84 (2H, m) , 1. 9 
2(6H. s) , 2. 36(3 H, s) , 2.46(3 

H, s) , 3. 55 (2H. d) , 3. 70 (2H, 
t) . 6. 96 (2H. s) . 7. 38 (1H, s) , 

7. 99 ( 1H, s) 
-ffc#fol7 

6-?nn-4-Xf;l,7Sy-2-^f/t-8- 
(2, 4. 6-MI^^U7x-^) ^t/'jy. tb5 
251-252^ 

-fb-^ji 8 

6-?DD-4-yif;>7$>/-2-^;l'-8- 
(2, 4, 6-Hjy^7x->P) *t/'jy, MA 
1 37-1 3 8^ 
ft^Jl 9 

4- (N-7f-;l/-N-xf-;PT5y) -6-?tm- 
8- (2-^DD7iZ/H -2-*-^/Mf-t-yy>, 
li£8 7-8 8'C 

4- (N-yf-;P-N-x^-;UT5y) -6-?nn- 
2-^^-8- <4-y h*^7xXA<) df^/'J 

1 H-NMR (CDC 1 3 ) -5=0. 99 (3H, 
t) , 1. 35 (3H, t) , 1. 42 (2H. m) . 

I. 77(2H,m>, 2. 56(3H, s). 3. 6 
1 (2H. t) , 3. 68(2H, dd). 3. 88 

( 3H. s ) , 7. 00 (2H, d) . 7. 62(1 
H, s) , 7. 68 (2H. d). , 7. 77 ( 1H. 
s) 

[00 38] fc£»2 1 

4- (N-y-fA'-N-X^TS/) -6-?no- 
8- (2. 4-WH>-7x-;H -2-^/Mr-f 

yyy. 

1 H-NMR (DMSO-d 6 ) : 5 = 0. 94 (3 
H. t. J = 7. 3Hz), 1. 28(3H, t, J = 
6. 9Hz), 1. 30-1. 41 (2H, m), 1. 
76(2H, tt, J = 7. 5, 7. 8Hz). 2. 3 



4(3H. s). 3. 59(2H, t, J = 7. 8H 
z). 3. 65(3H. s>, 3. 68(2H. q, J 
= 6. 8Hz). 3. 81 (3H. s) . 6. 59(1 
H. dd, J = 6. 3, 1. 9Hz) . 6. 66(1 

H, d. J = 2. 0Hz), 7. 13(1H, d. J = 
8. 3Hz) , 7. 54 (1H, d, J = 2. OH 

z) . 7. 79 (1H. d, J = 2. OHz) 
■fb-^2 2 

4- (N-yf-ZP-N-xf-^rSy) -6 -?ao- 
8- (4-^yrae;W7xX^) -2-**/Wf-*-y* 

'H-NMR (CDC1 3 ):5 = 1.00(3H. 
t) . 1. 35 (1 1H, m) , 1. 78 (2H, 
m), 2. 56(3H. s), 2. 99 ( 1 H. m) . 
3. 61 (2H, t) , 3. 70 (2H, dd) , 7. 
32 (2H. d) , 7. 64 (1H, s) . 7. 65 
(2H, d) , 7. 78 (1H, s) 

4- ( N - yf-;U- N -xf-^7 5 y ) -6-7UO- 

8- (4-?od7i-/h -2-y^^^y';y. 

•H-NMR (CDC 1 3 ) : 5 = 1. 00 (3H, 
t. J = 7. 3Hz) , 1. 36 (3H, t, J = 6. 
8Hz) , 1. 41 (2H, q, J = 7. 3Hz) , 

I. 77(2H, m) , 2. 54 (3H, s ) . 3. 6 
1 (2H, t, J = 7. 9Hz). 3. 70 (2H, d 
d. J = 7. 3Hz, J = 14. 1Hz), 7. 42 
(2H, d, J = 8. 8Hz), 7. 61 (1H. d. 
J = 2. 5Hz). 7. 65 (2H. d, J=8. 8H 
z) . 7. 81 ( 1H. d. J = 2. 5Hz ) 
tt-g-%2 4 

4- (N-yf-^-N-x^rsy) -2. 5-x'y 

■f)V-7- (2. 4. 6-h'jy-?-^7xX/l/) — fx 
yC3. 4-dD e>JSi/>. 1^10 5- 1 0 7*C 
ft-^^2 5 

4-t'x (2-yh^-yxf-^) y$y-2. 
f-;u-7- (2. 4. 6-b'jy^-;i'7x-;w) fx/ 
C3. 4-d) t'J5>->. UA9 0-9 1-C 
[00 3 9Hfr&^2 6 

4- (N-^nrDtr/i/y^-N-yot^rs 

y) -2--Xf7U-8- (2.4. 6-M)yf-;U7x 
-JU) ^^yjy. fflbS7 5- 7 7*C 
-fb-^%2 7 

4- ( N - y ? n7o K/M f - N - ro »7 ; 
y) -2-*f-/l—8- (2,4. 6- MjyfVUt'J 

4- (N-y^-N-xf-^rsy) -2-y?-;u- 

8- (2. 4, 6-h'Jp<f-/Pe'J5i'>-5-'f;l') 
-(^2 9 



4- (N-T^l'-N-X^UTS/) -2-*?-/V- 
8- (2. 4. &-Y*)*+f[,\:*)*jy-3-'i)V) * 

€•^3 0 

4- (N-i^oroe/^-j-^-N- rotors 
y) -2-^^-8- (2, 4. s-hyy^/t'try 
x*y-3— ^yyy 

[004 0]-fk-&%3 1 

2-rsy-4- (N-v-^urDe/^f-^-N-r 

Dt;wrsy) -8- (2. 4, 

a-) *yyy v 

<ffc#fe)3 2 

4-t'X (2-y t^yxfvl') r$y-2-^f-;u- 

8- (2. 4, 6-MM?-/U7x^;U) df-^VU V 

4-i/rDe;l/TS/-2-^f-;U-8- (2, 4. 6 
- h y y -7-^7 x ) *y y y v 

A- t J^lVTX/-2-/. J t)V-S- (2, 4, 6- 
M» > f-/V7 x - A- ) df-tV* y y 

4- (N-^nrDt;Wf^-N-rnWS 
/) -2. 5-S/\X*A»-7- (2, 4. 

;P7x-a) fx/ C3. 4-dj trysj/y 

l004 lHfc£*3 6 

4- (N-7>; U-N-Xf A7S7) -2-^f-/P- 
7- (2, 4. 6-M>j<f-/U7x^) fx/ C3. 
4-d) t'JSx'y • 3/2 7V/HKI, 11618 4- 
1861C (ttfi?) 
ft^3 7 

4- ( N- nrotVMf A— N- rotors 
/) -2-^^-7- (2, 4. 6-hU^f-/U7x 
xy C 3 . 4 - d ) \£ y 5 S^V 

4- ( N-y^ D7D f N -7dW7 5 
/) -2->f-A-8- (ty^*y-3— f/U) *yy 
'Jy- fiKtt. S&l 7 8-1 8 0*0 

2-7S/-4- (N-yf-yp-N-xf-^rsy ) - 

6-^nn-8-(2, 4, 6- h y^f-;P7x-/U) 
=H-yy>\ HMS19 2-1 94-C 
lb£ft4 0 

4- ( N-y-f-^-N-xfATS/ ) -6-?dq- 
2-t h'a^xyf-A-8- (2, 4, 6-hyyf-/u 

7x-;u) yy >\ 

1 H-NMR (CDC1 3 ):$=1.00(3H, 
t) , 1. 38 (5H, m) , 1. 81 ( 2H, m) , 
1. 87 (2H. m) . 2. 32 (2H. s) . 3. 6 
4(2H, t),3. 7 4 ( 2 H . dd) , 6. 91 
( 2H. s ) , 7. 44 ( 1 H, s ) . 7. 85 ( 1 
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H, s) 

[0042]-fc£$|4 1 

6 -?no-4- (N-y?nrDt/Wf;l/-N-r 
utT/U7$y) -2-^*^-8- (2. 4, 6-h 

yy^A7xx^) Jfyyyy. ii^9 3-9 6 , c 

^•^4 2 

4- (N-y?-H'-N-x-W$y) -5, 6. 7, 

8- rYy^ Yu- 2-^^-9- (2, 4, 6- 
hy*f;U7xX;P) -9H-ey$F C4, 5-b) 

©£9 0-9 2^ 

fc£&4 3 

4- (N-yf-;u-N-xf-^7sy) -2-y^-A- 

9- (2. 4, 6-byy-f-;U7xXA> -9H-tfy 
5 H C4, 5-b) 4>Y-)V. 
iH-NMR(CDCl 3 ) 5 = 0. 94 (t, 3H, 
J = 7. 4Hz). 1. 32 (t. 3H. J = 7. 4H 
z ) , 1. 39 <m, 2H) ,1.73 (m, 2H) , 

I. 84 ( s, 6H) , 2. 39 (s. 3H) , 2. 5 
5 (s. 3H) . 3. 77 (t, 2H. J = 7. 4H 
z), 3. 85(q, 2H, J = 7. 4Hz), 6. 9 
0 (m. 1H) , 7. 05 (s, 2H) ,7.29 
(m, 2H) , 7. 84 (m, 1 H) 

4-t'* (2-y hdf^xf/l/) 75 y- 5. 6, 7. 

8- fh7A>(Hn-2-^^-9-(2, 4. 6- 
hy^^7xX/W)-9H-t:y5KC4. 5-b) 

4 yn-;K ©£i oo-i o ix: 
ft#&4 5 • 

4-t*X ( 2-^h^fxXf A) 7$y-2-yf-;i/- 

9- (2, 4, 6-b»^f^7i-^) -9H-ty 
$H C4, 5-b) 4 ^K-;k 
'H-NMR(CDC1 3 ) 5=1. 83 (s, 6 
H), 2. 37 (s, 3H), 2. 54(s, 3H). 
3. 37(s, 6H), 3. 74 (t, 4H. J = 6. 
4Hz), 4. 08(t,4H, J = 6. 4Hz), 
6. 90 (m, 1H) , 7. 08 (s. 2H) , 7. 2 
9 (m, 2H) . 7. 94 (m. 1H) 
[0043] tt.£®4 6 

4 - (N-y?D7nWf^-N-7nWJ 
y)-5, 6, 7. 8— fh7/W Ko-2-y^U- 

9- (2, 4, 6-b yyf-A7x^;u> -9H-try 

SHC4. 5-bMVK-/k Ht£l 1 2-1 1 3°C 
-ft-^4 7 

4- (N-i/?OTOtVMf-/P-N-Tot;U7$ 
y) -2->f-A-9- (2. 4, 6-MJ*?-/W7x 
x;U) -9H-f ys H C4, 5-bD -iVY->\s. 
'H-NMR (CDC1 3 ) 5 = 0. 20 (m, 2 
H). 0. 55 (m, 2H). 0. 93(t, 3H. J 
= 7. 4Hz) ,1.12 (m. 1H) , 1. 69 
(m. 2H) , 1 . 84 ( s. 6H) . 2. 38 (s. 
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3H) , 2. 55 ( s, 3H) , 3. 68 (d. 2H. 
J = 6. 3Hz) . 3. 86 (t. 2H. J = 7. 4H 
z) , 6. 89 (m, 1H) . 7. 05 (s, 2H) , 
7.29 (m, 2H) . 7. 90 (m. 1H) 

4- (N-yf-^-N-Xf-;l/TSy) -5. 6, 7. 

8— fb^'W Ho-2->-?-yl'-9- (4-7 , at- 
2, 6-y>f^7x^) -9H-tU5H C4, 5 

9 

4- ( N-y-J-yp- N-xf-;UT 5 / ) -2->f-;W- 

9- (4-7a*-2. 6-^^71-^) -9H 
-tf!/5F C4, 5-bMVb'-^ 

-ft-^5 0 

4-t'X(2-^h#yXfyHr$/-5, 6. 7. 

8- Tb5'vf Kn-2-^^-9- (4-7a*- 
2, 6-^f;l/7i^) -9H-tD5H (4, 5 
-b} -fyn-rt' 

[0044] ft£*5 1 

4-t'* (2-^h^rxX^) T5/-2-^f-yl— 

9- (4-7n^-2, 6-xy^/l/7xXyl>) -9H 

4- (N-^^nrat:;M-f/U-N-7'otr;l'r5 
7) -5, 6, 7, 8-fh7AO'D-2-^fyP- 
9- (4-7n^-2. 6-^fyk7x-^) -9H 
-eU*HC4. 5-b}-fyK-;U 

4- (N-^D/Dewf^-N-rDwrs 

7) -2-yf-^-9- (4-70^-2, 6-x*3- 
/i'7i-;i') — 9H-try $ K [4, 5-b)>fyh-- 

)V 

4- (N-7f-;U-N-xf-;l/7*$7) -6-?dd- 
2->hdt-y-8- (2. 4. 6-MJ^f;l/7i- 

•ft-^5 5 

4- (N-v-^nratf;l/^f-^-N-7 , otr;U7'S 
7) -2-^hdf^-8- (2,4, 6-h'J^f-;U7 

x-;U) 3-^-vy y. 

[0045] ft£*56 

4- (N-y^-N-xf-;UTSy ) -2->h^i^ 
-8- (2, 4. 6-h"J^^7iX;P) af-fV'J 

■ft^5 7 

4- (N-7^-N-xf-yU7*$7) -2, 5—>'7. 

7- (2. 4, 6-h y*-7-;U7xX/t-) -7H 
-too [ 2 . 3-d ] ty 5 • iggSJS.. ®>£ 1 6 
9- 1 70*C 
tt#fo5 8 



4— (N— i/?nroe;Mf/l'- N-7"ot:/U7$ 
7 ) -2— 7 — (2. 4. 6-hy^^7x 

x/U) ?-xy [3. 2-d] t'J $» (W097/2 
9110) 
•fk#Ho5 9 

4- (N— 7f-;l^-N— Xf-;l/7"$7) -3, 6— is* 

f-;u-i-(2, 4, 6-hy^^;U7xx^) tr^y 

a [3, 4-b] ty^'y (W09 5/34 5 63) 
•ffc-^06 0 

4- ( N— nTo tf;k>< f-yp— N— 7"o tf/W7" $ 
y) — 5— 7— (2. 4, 6-hyyf-;U7x 
-/H-5H-enn[3, 2-d] tf'J SS/y (WO 
96/35689) 
[004 6Hb£??ll6 1 

4- (N-7*f-;U-N— xf-zl'TS/) -2. 6->v< 
f-;U-8-(2, 4, -5, 
8-vth'a-6H-ty F [2, 3-b]tySv*y 
-7— tfy (WO98/0884 6) 

■fc£»6 2 

8- ( 1— x^7*n^^) — 6— yf-;u-4— 
(2, 4, 6-h , jyf-/l'7xX;U) -3, 4-ytH 
o-lH-tyH[2. 3-b] ZJiSy—2-*y 
(WO98/0884 6) 

5- ( 1— Xj-)lTvX*i') — 7— y f-;U-l — 
(2. 4, 6-Fyyf-^7xX;U) -1 , 4-^'t H 
D-2H-eyF[2, 3-d] [1. 3]mxV 
-4-^y (WO98/08846) 

8- ( 1— x-f;l/7'D^v-) — 6-yf-/U— 4 — 
(2, 4, 6-hyy^7xX;l^) -1, 2. 3, 4 

-fb7t Ha-t'J H [2. 3-b] Vy-Jy (WO 
98/08846) 

•ffc#B96 5 

5- ( — 7-yf-^-l — 

(2. 4, 6-hy>f-;W7xX;W) -1 , 4-ytH 
o-2H-tyH[2, 3-d] [1. 3]^^x'y 
(WO98/0884 6) 
[0047] ^^366 

8- ( i-x^-h-to^x) -2, 6— yy.f-zw-4 

(2. 4, 6-b^f^7x-yH-4H-t'JK 
[2. 3— b] t7->'y-3-:fry (WO98/088 
46) 

"ffc£tt6 7 

5- ( l-x^7'a^~>) -y-^^-i- 
(2. 4. 6-hWWx-;H -1 . 2, 3. 4 
-fh7tHn[l, 8] -f7f-y^'y (WO98/0 
8846) 
^%6 8 

5- ( i-xwd^^) — 7— y-f-;u-i — 
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(2, 4, 6-M;^f-;U7x-^)-lH-t:'JK 
[2. 3-d] try$i/v-2. 4-y*y(W098 
/08846) 

7- ( l-X^l/ra,1tdfx) -5-y 

(2. 4, 6-h'J^f-/U7i-;U)-tr5Vo [1. 

5— a] try^^y (WO98/08847) 

7— ( \-x.1-)V~7nX*ii/) -5-J-1-IV—3- 
(2, 4. 6— hy^f-/U7x~;U) -3H- [ 1 . 
2, 33HJ7Vo[4, 5-b] (W098 
/08847) 

[0048] 4fc. JJHR5* ( 1 ) TfcSfUCRF 

/3 4 5 6 3. W094/1 3 64 3. WO 9 4/1 3 
677, W094/1 36 7 6. W09 7/2 9 1 1 
0. W096/35689. W098/8846. WO 
9 8/884 7'Srif«*&«*Jj:lfPCTffllM«WflB 
»P C T/ J P 9 7/0 4 7 8 2-?MK:Etta£t£ 

ffl-C&*CRFg«f*ry^^-XHCtt, WO 9 5/ 

1050 6# tciefiior- y y e y $ wo 

94/1 366 l-5f\ W094/1 3 6 44?(c£ttl> 
e5V-/Wt'6*. EP65 9747. EP6 1 176 
6^t8BIW>2-T5>'"f-TV-/W»Wft, W09 7/ 

2910 9#fc:En«)t5ynty s^yRSMc. wo 

9 8/5661 -f tCfB^cOt^ y H £tz\Z t y 5 F*W 
6. 6-2*:te6. 7-A4tM7'Jv?B»*, EP 
081 2 8.3 l-flSKcO^yX'f $yy-;H8gft. W 
09 7/3 5 84 6-^|£®c7)Ty^3j-df i/ttz&TVJl 

f-3rtS^e'J^>*JJ:lfty5^yBW#, W098/ 
0 88 21 fBtt^yy^ y 5 ^vrt/Mfy&fBg 

ft. W097/4542 imiMc0ttV?W 
»i^';Pt'7-/H!^ft. WO 9 7/3 5 5 8 O^EO 

ft. WO95/3 3 7 50-^lS$2«T-y/ty 

wo9 6/3 94 oo^fBSiorsys^-f- 
r^ry-ztefctttry s vvttAVc yrv'y^Jtw 
h y ry-/H8gft. wo 9 8/ 1 1 0 7 s^iesscot 

^^Vy^Wihyr^VylS^ft. W0 9 7/14 6 
8 4 vIEfW>7 S J f y v> £ tzit h V T i? VW&Wts: 

[0049] 

1 : 2 4 
[0050] ( 1 ) ffife&M 1 
2, 5-x^f-7U-3H-^xy C3, 4-dDty$ 
^'>-4-^-y2. 5g£h;i^xy£}§&?u :c{:d 



-V^^3. 3g$rJDimfaJlH?!ai85-ri». Kf55^ 

fco^K&fflLTittt&ftfctf^u ^xy&we 
4yroe/px-r^rifcftLT. 2. 5-^^- 

3H-f-xy (3. 4-dD K»J 5i/'>'-4-f5ty 
2. 4g£fS£. 

1 H — NMR (CDC 1 3 ) : 5 = 2. 42(3H. 
s) . 3. 08 (3H. s) , 7. 1 7 ( 1 H. s) , 
9. 80 ( 1H. br) 
[005 1 ] (2) Kf-tej£$2 
2, 5- s sXW-3H-+x.S C3. 4-dDt'Ji 
•/>-4_?-*y2. 4gSr-rb7t Ho7?y ( 20 

m 1 ) - 1 0%7KlHfc# y ( 2 Om 1 ) £i§j»U 
iiK3«>flyf-/H. Ira 1 SrJntl.. ^iST 

f&§&£$JEE&:fcU 2, 5-^^-4 -.Xf-A* 

jj-f-xyC3, 4-d)t:y5v>2. 2g£i#fc. 

»H-NMR(CDC1 3 ) :S = 2. 62 (3H. 
s) . 2. 66 (3H, s) , 3. 00 (3H, s) , 
7. 30 ( 1H, s) 
[00 5 2] (3)lK8dj£fl3 
2. 5-S^X^-4 -*^yl>f-;J-f-xy C 3, 4- 
d]try$>''y2. 2g£*vU>-3 0m I C8»U 
.1 ,1 £ N - yf-;l/-N -X^-;U7 5 > 1 5m 1 iMMft 

*>bw* an* 2 3 iflaMHBiTfltfW-* . 

*f 4. ^«&ISffi©5StT^<i>n&S«5rvy*y^ 
^5A^n-?h/77-<-X'«SLT. 4- (N-yf- 

^-N-x^ursy ) -2, 

(3. 4-d] eyS^Vl. 5gWfc. 
1 H — NMR (C DC 1 3 ) : S = 0. 88 (3H, 
t, J = 6. 8Hz), 1. 17 (3H, t, J = 6. 
8Hz). 1. 25-1. 3 1 (2H. m) . 1. 57 
(2H. m) , 2. 50 (3H, s ) , 2. 83 (3 
H, s ) , 3. 53 ( 2H, t, J = 3. 8 ) . 3. 5 
8(2H. q, J = 6. 8Hz), 7. 26 (1H, 
s) 

[0053] ( 4 ) M®£f$.m4 
4- (N-y^-N-Xf-zl/TSy ) -2 . 5-x'y 
f-yuf-xy C3, 4-d) try Sv'yi. 5g£g|#l 
OmlfcSJSU iifc-fifta^JRO. 3 4ml?)i£ 

s?3 m i o»mt&*& . 

S:xy*y;l'*7A^nvh^57-f-T'ffiSLT, 4 
- (N-yf-^-N-xf-;P75y) -2. 
;U-7-3-Hf-xy C3, 4-d} t'J 5^'yi. 7 
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1 H — NMR (CDC1 3 ):5 = 0. 86(3H. 
t, J = 7. 3Hz). 1. 18(3H. t. J = 7. 
3Hz), 1. 22-1. 30(2H, m), 1. 58 
-1. 6 2 (2H. m) . 2. 45(3 H. s). 2. 
81 (3H. s) , 3. 61 (2H. t. J=7. 3H 
z) , 3. 64 (2H, q, J = 7. 3Hz) 
[00 54] (5}ft^tt240dJfiM 
4- (N-T^/U-N-X-frl/TSy) -2, 5-v> 

C3, 4-d) t'JSv'y 

1. 7g, rb7^fXM;7x-yi'*X7^>'/N*7> J '? 
A5 0 0mg, 2,4. 6 - *^)Vy x.~)V**7& 
930mg*hl\sX.V (10ml) -X?/-/U ( 1 0 
m I ) - 2M£irt h *)*7&*.®W. (10ml) t,Z®M 
U JnJftaan^ 1BSBBWW6. R&iS£it#x^ 

A^avh^57-(-'CfW!U'C. 4- (N-r^U- 
N-XfvWTS/) -2. 5-j/**/1'-7- (2. 
4, 6-M)^f-^7x-;P) -fx/ C3, 4-d) 
tf >J $ y'y 4 4 0 m g *»fc. sWk^MHi^-^yjft* <c. 

msfl-r*;*:fcj:03&fc»RLfc. stai 05-1 

07"C 

[0055] 5ltfeffl2 : {fc^4 6*>£|£fri£ 
(1 ) JBIteJg0l5 

2-t Fn*xx?CKsdM?V>'l 1. 4gfc2. 4, 
6 - F U ZfvUT-'J > 1 3 . 5 gOH^ftO'Cy-tfV 
100m p-WUxy^/^ySO. lg£ 

Ml. Dean-Stark*4M»*»iJR0tt»fC2 

x^/-;U-C8»L'C2-r5>'-4. 5, 
6. 7-fh7A>( Fn-1- (2. 4. 6-MMf- 
^7i-/W -1 H-4 yK-yl/-3-*;l/--ff-h'J^ 
17g*8»fil&Jlfc LT»fc. 
1 H — NMR (CDClj ) 5=1. 73 (m, 4 
H) , 1.96 (m, 2H) , 1. 97 (s. 6H) , 

2. 33 (s, 3H) . 2. 5 0 (m, 2H) . 3. 7 
1 (brs, 2H) , 6. 97 (s, 2H) 

[0056] {2)mm^me 

JB*tei£W5t1»6*Lfc2-T5y'-4. 5, 6. 7- 
Th5/vf Fa- 1- (2. 4, 6-h'J/f/P7i- 
H") -1H-4 y H-;u-3-^;i^*'-h'j;n 6 go 

1 Om 1 fct&fk7*-t-?-;U4. 7g£2)0;c*:. -?-c0^^7K 

fc. s^caiw-hy^ATWftLfctt. «aLT. 2- 

T-fe-f;U7$y-4. 5. 6, 7-fh5MHn-l 



-(2,4, 6-MJW7x^H -lH-^^H 
-)V- 3 -#;l/*xF 'J;l^ 1 5 g fcftfe&ftfc UTtf 

a. 

1 H — NMR (CDCI3 ) «=1- 77 (m, 4 
H) , 1. 92 (s, 6H) . 1. 95 (s. 3H) . 
2. 03(m. 2H) . 2. 32 (s, 3H), 2. 6 
1 (m. 2H). 6. 43(brs, 1H). 6. 94 
(s. 2H) 

[0057] (3)mmm7 

m-Sf&.m6~C®t>tlte2-7±*)VT$./-4. 5. 

6, 7-fh5MHn-l- (2, 4, 
A^xXHO - lH->fyH-^-3-^l'*-M)/l' 
1 5g£85%'J>&30m 1 KS9U 130"C(cjB 

jaut$&4>T3 07HgM&u.:. mm^vizti!® 
u hw»x&mtt:&. 

imiX5, 6. 7, 8-fh7A-(Hn-2-W 
-9- (2. 4, S-MMf-rt^x^) -9H-tf 
1>$F[4. 5-b] (3H) -^y 

9. 2 2g£SS*g£IH*fcU:f#*:. 
'H-NMR(CDC1 3 ) 5=1. 81 (m, 4 
H). 1. 88(s, 6H), 2. 09 (m, 2H) i 
2. 34 (s. 3H) , 2. 42 (s, 3H) , 2. -9 
4 (m, 2H) . 6. 98 <s, 2H) , 12. 14 
(brs, 1H) 

[0058] <4)Hf*&i£CT8 
IE®i!&M7Xl%t>tlfi:5, 6, 7, 8-t^vTF 
0-2-^^-9- (2, 4, 6-M)^f/l'7x^ 
;W) -9H-e»J5K [4, 5 - b ] -f W-lV-A 

(3H) -Jfy9. 22gt^>'«-fk , Jy30ml<7) 

T4-^po-5. 6. 7. 8-fh7MHa-2- 
>f-;W-9- (2, 4, e-h'J^-f^x-^) -9 
H- try S F [ 4 , 5 - b ] 4v Y-)l>&fam&&t L 

x#3t. -tns-f vrDt^x-x/wT-gt^-rsc: t £ 

AoTHfe^f B 8. 5 6gSrf#^. 
'H— NMR (CDC 1 3 ) 5 = 1. 84 (s, 6 
H). 1. 86(m, 4H), 2. 25(m. 2H), 
2. 36 (s, 3H), 2. 62 (s, 3H), 2. 9 
9 (m. 2H) . 7. 01 (s, 2H) 
[0059] (5Mfc£ft4 6*)£j£0l 
Wf;WM>^H2 0mH:4-^OD-5, 6, 

7. 8-fh7MKD-2-^f;l'-9 - (2, 4, 
6- h'J>f-;W7x-/U) -9H-tr'J$F C4. 5- 
b) -fyF-^2g£$§B?U N-S^oroKVkXf- 
/HN-7n^7Sy'ISil. 8gfci^b'Jx 
f;UT$>-2m 1 5rSDx.. 1 0 0 'CtX 8 B*«f L 
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7A?D7b/7 7-f-CtiliU 4- (N->-?n 

rotryM^-N-T-ntr/ursy) -5. 6, 7, 

8~fh5>vf HD-2-^f-;U-9- (2. 4, 6- 
KWf^i^) -9H-t'J = H (4, 5-b) 
4 y Y-lVl . 4 8 g &8StetiAfc LTIt*:. K& 1 
12-11 3"C. 

1 H — NMR (CDC 1 3 ) S = 0. 20 (m. 2 
H). 0. 53 (m, 2H). 0. 93 (t. 3H. J 
= 7. 4Hz) .1.10 (m, 1H) , 1. 69 
(m. 2H). 1. 80 (m, 4H), 1. 86 (s, 
6H> . 2. 20 (m. 2H) , 2. 33 (s. 3 
H) . 2. 44 (s, 3H) , 2. 86 (m. 2H) , 
3. 49(d. 2H. J = 6. 3Hz), 3. 68 
(t, 2H, J = 7. 4Hz) , 6. 96 (s. 2H) 
C 0 0 6 0 ] 9m®3 : it^5 7<T>tmm. 
WO 9 4/ 1 3 6 7 6^&?8<O||Sfe0!| 5 tfeffiO^St 
ftoT4- (N-y^-N-x^/UTSy ) -2. 5 
-^f-^-7- (2,4, 6-hWf^7i-;W 
-7H-tfDO[2, 3-d] t'JSs;* • JSRttL Si 
£l6 9-17 0X;££j£L£. 

[oo6i]n®^i : cRF%®fammmm 

[ l " I ]. (Ty rO) r /h C RF (T^i/tAft^ 
tt) &£;fiI^£CRFgmSf&Ma£JflV\ 
fl/-y 3 y'7DJfySf^ ■Tvfe'f (SPA)S 
ICJ: Dfifofc. t be RF 1 S^f*iSi^S$iSaJ: 
LfcS^ay-AtfSfcT-y-MA.y^r- (50mM 
Tr i s-HC 1 , 2mMEGTA % 1 OmMi&ffcV/ 
*i"7A, 0. l%Vi/mkT)VZf$.>. pH7. 4) 

SKSl^M^-fk^^i: 3 *7 Kfcf-nS/ V r/hCRF 
(S^iHSO. 25nM)i5itWheatgerm 
Agglutinin SPAt'-X (77yf AftS 
SrJPi, gST*9 0^^ >^JL^-M.it. ■£ 

£&K6 0#iaf?KU tv-m^v?- (1 

450Micro Beta PLUS : 7r^7yT 

IHfcdHWt RF 1 S^^{cm-|.^^Ji3 * K 
fc^u xVr/hCR F £*<9&{a*>4>E8rt 

■k^rfFffisnstoT'* 1 ). ic 60 <i (nM) 

it#fi}24. 46. 5 7<0iS®ffil$rait^-r. 
[0062] 1*1 



KSHt£tt 


I C 50 ( nM) 


ft-^12 4 


1 4 


fc£*4 6 


4 2 




1 4 



[006 3] mm2 itmftcKMpmLZimtL 

H&li^U* *y-- 7r-V3Dy- (Mo 1 e cu 
lar Pharraacology)S45l 878 

H ( 1 9 9 4i£> izimvumizmixitTit:. 
c r f i ^wmmmmr wuvr-w 

OmMya^D-X, 7 5mMT ris-HCI, pH 
7. 4. 12. SmMS-fkv^i^A, 1. 5mM 
EDTA, 1 mM h-yk 0. 2mMZffi 
e^K-fMI^A. 10 0mM I BMX ( 

%(c«nB!B^kUnra»OH^^&M^. 3 
7r-C5^rarMy^fa'<-i/3yLA:. 3ll<gg£r 
/hCRF (&«£l nM) fcjo*. 3 7^CT3^>f 
ydfi'-C-^ayU:. *«&1 0 0r£3#|gM!iL 
TSiEfcfftjLU:. £09iB»*&frU iit^cAM 
PmK£iM7'J-y?AMP*.y h (^re-y 

X C R F 1 6 7^ hUmir/h 

Sft&tCDT&O. IC 50 (nM) X'3kZtl&. 
24. 5 7{7)5S®J0IIS:^2(C^-r„ 
[00 64] ^2 





IC 50 (nM) 




. 1 3 




4 1 



[0065] J2U:0>5Mto»&, ( I ) (DittfVntf 

t hac7)CRFSS«Jt«Lry^^-Xh«tt$:{,o 

z^&fcitmmmffimmt Lxvmut. Jarre 
*k-tmm*t>wt>frx-fc&. 

[0066]»3 : CRFTyfzf-AhZmm&J 

gDja4ffltU5%Tween80 (3118-1 
5. DIFCO) . HKW5-5-ffltLT5%Tween 
80(3 1 18-1 5. DI FCO) £-&tf4US&ig?fli 

ftjZ£tt±®w&TM) mfrtixm 

V\ ttMfeft ( lfcit^l 0mg/m 1 ) £C57BL 
/KsJ-db/db Jcl (it. 10iS6&. 

uracs^a) tiais. 2aiaa-*u:. s&ntt 
i i@ a z ximnfts-z'n v v, **uaR 2 >§ 1 2 -ms 

Krttft4*ff-5fc. im«fflwji»*Jl**8iO»JlliLfc 



(22) B2000-38350 (P2000-3 HaA) 



nmmn&Ttf* 4>fut . m 1 wt&fa 2 4 ssi^n 

BO&ft** 02Kft^5 7£ffi^£l&8Ogill£* 

m&s-m com iz\*x+ A -r y k « t v * 

?t. * : P<0. 0 5. ** : P<0. 0 1 

m 

0. 5%HPMC (^n-x, HjMfc^oJBW* 
tt) *7tl±5%Twee n8 0 (208-03525. 
«3»BKIJWteft«ta> *&ttfc UCffll\ tfcBfeff 
(0. 1, liJimOmg/ml ) &C57BL/K 
sJ-db/dbJcl (it. lOii©. B*?UTt* 
5fcStt) fcl B 10. SP&S-U:. tSLSmtt 

23Ss*-c-(io. 5%hpmc£. -HumsissaT- 

l±5%Twee n 8 0£ilfti: L£. sUmMc^miiM 

ixm^ti^tbizX'Ofi^. CRF7* 
y*^xh££^U:Pfc:tt. JMl»0**a4LfcSP 

mmmmt lt> 6£$i^iii&?>gj3i£^ 
mzmtvmizuy*-, h&z&mvt:. * ■. p< 

0. 05 

10068] mLM5:4yxyyfti&mm 
$miZ'V $ ijtv ■ am 3-7 4 io^i' • y -t— f ■ 

3Si-^-y3yX, 140, 616-625 (19 
8 6 ) fciEIMttri£fc!PtTff 3 . H I T-T 1 5» 
£1 0%^JfeJMl>t (HyC lone) Sr^tfRPM 
116 4 Oigffi ( B*SEEtt5$£tt) ?3 BHUS*-*- 
4. 0. 2% , >i'Jfll?f T^7*S y (SIGMA) £1£tf 
Krebs-Ringer^liSiiS{118. 5mM 
NaCI'. 4. 74mM KC! % 2. 54mM C 
aClj . 1. 19mM MgSO, . 1. 19mM 
KH; PO, . 25mM NaHC0 3 . lOraM H 
EPES C2- (4- (2-hHDdfj^x^) - 1- 
tf^7v-;U) x.?vxii>-fcvm . PH7. 4) (Jil 
TKRBB) TiSfcfrLfcft. 0. 2%*> 5/Jft»7;^5 
y^tfKRBBT'3 0^. 0. 2%B 

SA$:^-t?KRBBt//l/n-^.aajD ( 1 6. 7mM) 

&tz\&mtoLfzmTX'&it-&to*m<& ( 1 o^m> 

C0069] HB0K6 : 4 y* 'J yfWfUtBKWB 
^ilixyK^'J/Dy-, 1 3 7, 4 70 6-4 7 1 
2 ( 1 996) K8Btt«0*S6t:l|ltrff?. 3T3-L 

ia»« (±a*ssgg) * 1 o%?Mfei£nn? <g 

i bcoBRL, JilTFCS) £i£tsD u 1 beco 
o's modified Eagle' st§*fi(Gi 



bco BRL, DMEM) (JST. «*l)T24w 
e 1 1TU-K (Falcon3047) £ffiV\ 5% 
CO, f\ 3 7t:TISKU amzyhkt*. 1 
0Mg/mL yxyy O&'BfiW. »3WeEE* 
8*&tt> . 0 . 2 5 At g/m L Tdf-t^ IT/y ( W 
3t*E30J£a3$£&) fciVO. 5mM 3-4 

fr-i-*+A*vy+y (S I GMA) $r-irtf^tai 

Srwe 1 1 3^9 lmLlDi.T4 8l$ffl. Sfetll 0/i 
g/mM y*'J yfc-frWSJftl 4 8^0, 

5 %C O 2T. 3 TCX-^m Llfil8aiSMNfcS-frS . 
Mfi»3r 1 m Lcogifi 1 T'4 BfiOfeftU 7iV?-x 

W8«U ljuL5:#wel UcSsftlU ^/P=J-X& 

a, 37wj y®js«§?s < p b s > -t-3 aat» u, 

JHtit£&£&ViDMEM-?5XCO, T, 3 7trC3B» 
Sf>CKrebs-Ri nger V>tm 
fI(130mM NaC 1 „ 5mM MgClj, 
1. 3mM CaClj , 1. 3mM MgS0 4 , 1 
OmM Na 2 HPO, . P H7. 4. OTKRP) X' 
imm^L, KRPSrO. 94mL»U 37°CT-ig 

a-rs. i oftmzj i umztthkoiz 

«t (6 00Atg/mL©?SSrO. OlmL^JD) ', 
20ft®%&t?>. I 3 H] 2-r^^-D-^3 
-X (Amersham) H£lf2 -rtti/-T>-7 

itiXl/lmMlzK&ldfcmu {20uC i/raL, 
2 0mM7Jl>a-xmiR*0. 0 5mL^3D) 3 7 

nx>iotimmz. tmim^mt. mitcp 

B SX'2\B}fftftL£:1&* IN NaOHSrO. 55mL 

mat, mmmmt. w^vy^v-^^yii^y^ 

y ymETx-mmmmmttmiimco^a-x 
wmnmzj yx y vsisifcas^fc&ar^aawMf 
ios^t u y y^^qeETT^n^. m?m<r> 

basa\^a-XJmHzR&-ti^mtti>. ®tli>, 

( w&mm^wmwmmtt ) x 1 o o m^-f 

[0070] H^0!I7 : 3T3-L 1 iMIiaCWililK 

M^M^ffl ( >f yx y «tts« ) 

3T3-L1W(1X10' ii/mL) £24?v3 

y-yyo-YTv-vx-i o%^!mm^tsy^ 

«.v=i&£4—7 , )l>lg® (DMEM) ^m^xvyy^ 
X-ybtthtXM y^^-9-to (3 7'C, 5%C 
0 2 ) "CWitLfc. S«*«5I»*L, 10«g/mL 

-fyxyy. 2. 5xx g/mLfW^/yfcii; 

0. 5ramol/L 3-4 V7*^- 1 -Xf-/l>*rV 

y+y*'kttVMEMT2B®mmi. jyxvy&m 



(23) 92 000-38350 ( P 2 0 0 0- 36(nA) 



74 KE-?*»»73- (ftftUfiSS) *jav^t3i*u 
[0071 ] 







TG contents (mg/well) 


% of control 


Control 




22±2 


100 


ft£$4 6 


0.1 mmol/L 


26±1 


120 ± 6 




1 mmol/L 


33±2 


149 ± 8 




10 imiol/L 


71±2 


325 ±11 




0.1 mmol/L 


27±2 


123 ±11 




1 nuflol/L 


35±2 


159 ± 8 




10 mmol/L 


71±3 


322 ±12 



[0072] mimmi 

^l5 0mgiS:?L^9 8mgfc h-)tD3</fyry4 5 
X'+Mz®£t& . 2 0 0* -y i^a«>flUca 

u 5ox:tfla»L. $^t24x-yi/A«ogfta-r. 

?g£U H:g9nim<Ott5:fflV^T£t2 0 0mg«O^SiJ 
[0073] 

[sra^m] ±mmmiz «t o . c r Fggttsry? 



d-^x h & & v m c r f %mw.7 v ? i-x vm.* w 
( i ) (Mti&h. znmmmzti&m 

t&smtaa&b txmx-$>i. 

[Hi ] fc^2 4*>m«RTttffl*iiwra6. 

[02 ] tt.i&®5 7OlH^Tffffl5:^-r0T$>5. 

[@3 ] fl:-^j4 6(omnTmi^-tmx'hh. 



[023 




o. i.p. 



0 10 20 30 40 
Days 

10n.B/kg/H(»).l00mg/Kg/B<B). SK©*(0) 



3. 600 
|> 500 

sT 400 

8 300 

3 

0 200 

1 100 
CD 

0 



10 20 30 40 
Days 

10m 8 /kg/B(»),100m«/kg/'a(B), 80EC0*(O) 



(24) 32 000-38350 (P2000-3XA) 



[03] 




0 o z 4 e a io 
Week 

lroi/'ke/B (•> . lOmg/WB (A) , lOOms/fcs/'B (■) 

»Ba» (O) 



(51) Int. CI. 7 

A6 1K 31/519 
31/5365 
// C0 7D 239/94 
401/04 
471/04 



487/04 
495/04 
498/04 



1 0 1 
1 0 6 
1 1 4 
1 1 7 
120 
140 
1 0 5 



F I 

A 6 1 K 31/505 
31/535 

C 0 7 D 239/94 
401/04 
471/04 



T-73-K (##) 



487/04 
495/04 
498/04 



606 
603 



101 
1 06C 
1 14A 
1 1 7Z 
120 
140 
1 05Z 
1 1 2T 



(72)&Hfcg ®M ffte 



